Dkt. 0687/747 68/ JPW/GJG/ACK 
XM THE OKlXgD $Ift!KS PAfEtlf THADEMAitK OFFICE 



Patent Uo. 



6, 573, 099 



Serial No.: 09/100,812 



Issue Dste 



2003 



Filed : June 19, 1398 



Inventors 



Michael Wayne Graham, Peter Michael Waterhouse, 

and Robert Norman Rica 



Patent Own ex 



Commonweal fit Scientific and Industrial Research 
Organisation 



For 



GEKETIC CONSTRUCTS FOR DELAYING OR REPRESSING 
THE OF A TARGET GEKE 



30 Rockefeller Plaza, 
20th Floor 

New York, New York 10112 



Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

Sir: 

STATKMBHT BY ROBERT NORMAN RICE UNDER 37 C.F.R. §1,324 <b) (2) 

1, Robert. Norman Rice, hereby state as follows: 

1 - I understand that Peter Michael Waterhouse is being added as an 
inventor of the subject matter claimed in the above- identified 
patent, the claims of which are attached hereto as Exhibit X, 

along with Michael Wayne Graham and myself. 

2, I have no disagreement in regard to the requested change. 

I hereby declare that all statements made herein, of my own knowledge 
are true and that all statements made herein on information and belief 
are believed to be true; and further that these statements were made 
with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under section 1001 of 
Title IS of the United States Code r arid that such willful false 
statements may jeopardize the validity of the subject patent. 
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Amenchaftnta bo the Claims: 

Please amend the claims of the subject patent pursuant to 37 
C.F.R. § 1 . 530 <d) (2) : 



1.-3, (Canceled) 

4. (Amended) An isolated [genetic] double-st ra nded DNA 
construct which is capable of delaying, repressing or 
otherwise reducing the expression of a target gene in an 
animal cell which is tranafected with said [genetic] 
4.9.. U P. le -atraaded D N A construct, wherein said [genetic] 

double -str anded DMA construct comprises at least two 

identical copies of a structural gene sequence and each 
l.g.^Qt.lc al copy of said structural gene sequence is 
separately placed under the control of a promoter which 
is operable in said cell, and wherein said structural 
gene sequence comprises a nucleotide sequence which is 
substantially identical to [at least ] a region, of said 
target gene, wherein at least one identical copy of said 
structural gene sequence is placed operably in the sense 
orientation under the control of an individual promoter 
sequence, and wherein at Least one other i dentical copy 
of said structural gene sequence is placed operably in 
the antissnse orientation under the control of another 
Individual promoter sequence. 
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5. (Amended) An isolated [genetic] doubl e- stranded DMA 
construct which is capable of delaying, repressing or 
otherwise reducing the expression of a target gene in an 
animal. cell which is t rartsf ected with said [genetic} 
double-stranded DMA construct, wherein said [genetic] 
double -st r anded DNA construct comprises at least two 
identical copies of a structural gene sequence, wherein 
said structural gene sequence comprises a nucleotide 
sequence which is substantially identical to [at least] a 
region of said target gene, and wherein said at least two 
identical copies of said structural gene sequence * are 
placed operably under the control of a single promoter 
sequence which is operable in said eel 1 r wherein at least 
one identical copy of said structural gene sequence is 
placed operably in the sense orientation under the 
control of said promoter sequence, wherein at 1 east one 
other Identical copy of said structural gene sequence is 
placed operably in the antisense orientation under the 
control of said promoter sequence, and wherein said at 
least one identical copy of said structural gene sequence 
that is placed in the sense orientation relative to said 
promoter and said at least one iden tical copy of said 
structural gene sequence that is placed in the antisense 
orientation relative to said promoter are spaced from 
each other by a nucleic acid stuff er fragment. 
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6. { Five Times Amended) An animal cell comprising the 
[genetic] double-stranaed DMA construct of [any one of] 
claim [ s 1-2 or 3-] 5. 

7. ( B"our Times Amended) A method of delaying or repressing 
the expression of a target gene in an animal cell, 
comprising transfecting said animal cell with a [genetic] 

doub le -st randed DNA construct, wherein said [genetic] 

double-stranded DNA construct comprises at least two 
Identical copies of a structural gene sequence, wherein 
said structural gene sequence comprises a nucleotide 
sequence which is substantially identical to [at least] a 
region of said target gene, and wherein said at least two 
identical copies of sard structural gene sequence are 
placed operably under the control of a single promoter 
sequence which is operable in said ceil, wherein at least 
one identical copy of said structural gene sequence is 
placed operably in the sense orientation under the 
control of said promoter sequence and wherein at l east 

one ° thor identical co py of said s tructural gene sequence 

lJLJi>±*c&^J?^j:.^2:.Y. in . t he ant i sense or ientat ion under_the 

control of s aid promo ter s equence, wherein said Identical 

copy of said structural gene sequence that is p la ced in 

the sense orientation relative to sa i d promoter and said 

identical co p y of said structural g e ne sequence t hat is 

placed in the antisense orientation relative to said 
promoter are spaced from each other by a nuclei c acid 
stuffer fragment . 



8-9. 



(Canceled) 
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10. (Three Times Amended) A method of delaying or repressing 
the expression of a target gene in an animal cell, 
comprising expressing in said animal cell a [genetic] 
.^HkLltli..g.g..nde d . DMA construct, wherein said [genetic] 

double - stranded DNA construct comprises at least two 

tdent icai copies of a structural gene sequence, wherein 
each Identical copy of said structural gene sequence is 
separately placed under the control of a promoter which 
is operable in said cell, and wherein said structural 
gene sequence comprises a nucleotide sequence ' which is 
substantially identical to [at least] a region of said 
target gene, wherein at least one i dentical copy of said 
.structural gene sequence is placed operably in the sense 
orientation under the control of an individual promoter 
sequence, and wherein a t least _ojie^hec_ identical copy 
9JL_g^A^u--^^Jj^^j r-^A. ..g^^Q seq uence A£__^l^j^d _^ orj^raj^ y in 

jj^ividlj^^^rgmot; e r sequence . 

11. {Five Times Amended) The isolated [genetic] double- 
str anded construct according to [any one of J claim [ s 
1, 2 or 3-] 5^ wherein said region of the target gene is 
[20 to] 30 nucleotides long. 



(Four Times Amended) The method according to [any one of] 
claim. ( s ] 7 [-9 or 10] wherein said region of the target 
gene is [20 to] 30 nucleotides long. 
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13. (Five Times Amended) The Isolated [genetic:] dou ble- 
s trande d DNA construct according to [any one of] claim (s 
1, 2 or 3-] 5, comprising two identical copies of said 
structural gene sequence. 

14. ( Five Times Amended) The isolated [genetic] double- 
str anded DNA construct according to [any one of] claim [s 
1, 2 or 3- ) 5^ wherein said region of the target gene is 
(at least] more than 30 nucleotides long. 

15. (Five Times Amended) The isolated (genetic] double- 
stra n ded DMA construct according to [any one of] claim [s 
1, 2 or 3-} 5 wherein said structural gene sequence 
comprises a nucleotide sequence that is identical to said 
region of said target gene, 

16. (Five Times Amended) The method according to [any one of] 
claimfs] 7 [-9 or 10]/ wherein said [genetic] double - 
strand ed DNA construct comprises two iden tical copies of 
said structural gene sequence. 

17. (Four Times Amended) The method according to [any one of] 
claimts] 7 [-9 or 10] , wherein said region of the target 
gene is [at least] more t han 30 nucleotides long. 

18. (Four Times Amended) The method according to [any one of] 
claimfs] 7 [-9 or 10] , wherein said structural gene 
sequence comprises a nucleotide sequence that is 
identical to said region of said target gene. 



19. 



{Amended) An animal cell comprising the [genetic] double- 
str ^ nded D ^A construct according to claim 11. 
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20. 


(Amended) 


An 




stranded 


DMA 


21 . 


(Amended) 


An 




stranded 


DMA 


22 . 


(Amended ) 


An 




stranded 


DMA 



rising tne t gen 

Lng to claim 14 , 



3„- The isolat Qg L-gj&akjLg^^ truct a c co rding to 

^^HILJLl.^±£^ fragment is a 

segu e of 10-50 n ucleotides . 

11 ^.. Z.he .method according to claim 7, wherein the nucleic acid 

staffer fragment is a sequence of 10-50 nucleotides, 

2.5 ,;. ghe i 5 ^ lit^_double = £^ t met acc ording to " 

claim 5, wherein the nucleic aci d staffer fragment is a 
sequence of 50-100 n ucleot ides . 

26* The method according to claim 7 r ..wherei n the nucleic acid 
stuff er fragment is a sequence of 50-100 nucleotides, 

j-Xi— , 3 P. 1 ^ ^ ed do u b 1 e - s t r ande d_Djja___co^ 

claim 5, wherein the nuc leic acid staffer fragment is a 

sequen ce of 100-500 nu cleotides. 

23 . The method according to claim 7, wherein the nucleic acid 
stuff er fragment is a sequence of 100-50 0 nucleotides . 



g_9_^_An. a nimal cell comprising the double-stranded QNA 

construct of claim 4 . 
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ISjL—Illg^^MoAa t ed double-st randed DMA construct according to 

cl aim 4 , .Jl{IlS*£gjJl__ga^ is 3 q 

IlH^jigil ticLes long r 

Il^_^ilg^g^^d according to claim 10 , wherein said region of 

tar get ge£g_is_30^ ^liff ^. 

^LjLi^^JL^g^JL^^ DNA cons truct accord ing t o 

clalm M 4 , compri sing two identical copies of sa id 

■s t r ^ c t u r a 1 ggng__ggHHgjlSg-^ 

ll^^A ^A^.Ql.^ted double-stranded DMA construct accordin g to 

4 f wherein said region of the target gene is more 

t h an 3 0 _ nucl^idesjloi^ 

34jl— 21lg- isolated double-stranded DNA construct according to 

£igJj£L_JLg-_J£il^^^ struc tural gene seq uence comprises 

n ucleotide sequence that is identical to said region of 
said targe t gene. 

3 5^ Ihe_jg e,thod according to claim 10, wherein said double- 
strande d D NA const r uct compr ise s two identi cal cop ies of 
gfjdd .str uctural gene sequence » 

l§-i—2*±^ ™&phodl according to claim 10, where in said region of 
the t arget gene is more than 30 nucleotides long. 

Th e method according to claim 10, w he rein said structural 

gene sequence com pr ises a nucleotide 3equence __that is 
identical to said region of s aid target gene. 

~ 3 8 * An animal cell comprising the double -stranded DNA 

construct ac cord ing to claim 30, 
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39, 


An animal call 


compris inq 


the 


double 


-stranded 


DNA 




construct according 


to claim 32 










4 0 . 


An animal cell 


camp r i s inq 


the 


double' 


-stranded 


0NA 




construct according. 


to claim 33 










4 1 . 


Art animal cell 


comprising 


the 


double' 


-stranded 


DNA 




construct according 


to claim 34 , 











